PCT/JP97/03997 

a ^ m # ft /? 3i. io.Q7 

PATENT OFFICE ; 



JAPANESE GOVERNMENT 



xiisc'D 19 DEC 1997 



' PO PCT 



This is to certify that the annexed is a true copy of the following application as filed 
with this Office. 

tb gg ^ f§ a 

Date of Application: 1 9 9 6^12^260 

>ii 0 | f 

Application Number: 8 *£#fF0^ 3 5 6 4 1 6f 

ib 8§ A 

Applicant (s): STSJg^^^tl 



PRionrv DOCUMENT 




iff 3p 8 — 356416 



[ft*] 

[ft*] 
[ft*] 

[ft*] 



1-961221-1 

8^12^26 0 

A61K 31/185 ADS 
A61K 31/725 ADS 
A23L 1/00 
A23L 2/00 

9 

Jfc*Jft**MJWH 3 T g 4 # 1 # 

tow 



1 



09-3100216 



8—3564 1 6 



[ft*] 

IMA] 

[»»!!#-&] 

[MA] 

[#>#*] 



591038141 
100078503 
100087022 
100089428 

pi & 



r 1 
^» 1 

mv< i 



2 



09-3100216 



!|f 5£ 8 — 356416 



ffift> ^£ftXl»ft**^T^h-^x^2iHt^ft£^ 
I&fr £ -t Z> i £ & fttt £ -T £ T rf< h - 1/ X I^i. 

ft, «£ftx«:ifrft&. sxttr/biyeftatsii, %.xfT#h-i/xn$& 

[«#^4] figft. «£ftXliSMfofi*©7#h-S/:*»%fc^ft&^3& 

[s#^6] li^^iBigoMtf^j^i^^&^fcv^ «ft. i&^ft 

Xtet&ftfc. iXaT/l/A'JT'^ltSIl, &tf7 , 3Kh-$/*.K»'f{:^ft&^ 
.[»#^7]" 41ft. «^ftXtt»ftS*<Z>TJKh-S/^SI»ffc^ft«:^ 

^ftXtt»ft^e>r^h-^^si»ft^ft&^»»«ET*»ffi"r*xgs:^"rs 

[»##9] »*^7ffi«©Aa'Xtt«C»OfS3t*t56tCfeVAT. ttft. $C 
£ftXte®ft£. 8Xtt7^*y^»at«lS. RtfTJKh-S':*S8ffrffc'£ft 

1 mSE^^P 09-3100216 



8 — 3564 16 



^ [0001] 

X [0 0 0 2] 

aS^, jfflJ9BJlfltt©5EfcWU (apoptosis % ytf-fh-i/xtlEi 

3 © «fc ? & 7rt< h — $:^tS©IH, ««lfi"T?«3S-tir LftSrfc^lftfttf, 
[0 0 0 3] 

[0 0 0 4] 

2 ffi$E4W 09-3100216 



8 — 356416 



^mmcom 2 commit, m&m&m 1 <ommor x h - i/x&ftm<t>wk , %& 
*^^©^3 cD^^M^Ay^icBBb. mm. ®.£.mxi*mm&$:<DT7iib- 
tf/uM&mmiimz.is^T. mm. fflL&mx&mmfrbTtfb-i/xmmt&m 

. ^xitfxn<Dm^mizi3^x. mm. m&mxitmmfrbTtfb-ssxm 

[0 0 0 5] 

xi&mizis^T&m'vz&mm* u^mxammt. itit r^h-^ffie 

w^-mmm* m^mmm. mm. m^mtLxitm^mm. ^v^mm. & 
m. &vtm. MyLitmm* mm. m^imnm. %mmm. mmthx^mm 
mxizmmmmmtfM^ztiz. 

[0 0 0 6] 

*mmiz&^x. mm. m&mxitmm&&<DTtfb-s/xnftttm , &m-t& 
it-smit^mmm. mx\t^^y. vuu-fo^u; mm*-?-)\s. xiiswcttw 

3 09-3100216 



• -4 

8 — 356416 

£ £H-t$fS, M&l 0°C~7 OTC, b<l£2 0~6 orT'ttffi-tSCIillCJ: 11 

[0 0 0 7] 

Bl« £ «S^5: Of / X tt 9 y V ft £ 5 ti £> . 

[0 0 0 8] 

[0 0 0 9] 

£@ElirU j^o^5IJCJSCT*M. #ffc#U JRffftRU £5£#J> 

m&m. mwiM. mmmmzijux.x. mm. m&m. mm. m^m. 
mnm&m. w%wm* wmm. %mm(Dmmx$>z>z£tfx%2>o &t~ztiz 

[0 0 10] 

*mm<DTtfv-is7>mmm\t. mum*. &%m. &mmmm<D#i&nm<?> 

m.mmmmt. ±mn^-mmR^mmi^^xmm-t^^ii^x^. mama 
m^it. mx-itry-Jy. %m. e«u 7>i»;k *-/nz;i/n- 

icsg-^au mmn. nmts&m. mwm. mm&oimm. mmm. m&m. WrW 
^^m^-r^^t^x^^o 

#iSp»i<3D»^tt, mmzm^mw<n^®.ftx&z>T7i<b-zs*m 

4 ffifl#¥ 09-3100216 



8fi±$. 8 — 356416 



% [0011] 

[0012] 

&V^3^— jHK:ttfSMtt»JC^S*l*^S&^©JI^Al H3»J l~2000m 
g, ff*KlilO~50 0mgT'fe^ =kt>3A^#*tt> ©^fC <fc o 

[0013] 

«fl#^tfU§«:«-rs, *»^©73j<h-S/^SI^fc-&4feS:W»^fcb» m 
£ 4>*n © £Hflf S# JSSHb i" n « mWAjM * 5?3&"£* Srfc^TtS. $f 
*^»5©»jSttt5SB7?i5SiciiiDff-5z:i:*^#&. -SlWictt, 3tc5g^©T^h 
-^^S8l8ft^»%^Wtcf!|F^T*^Sia[«XttH#«©fifri:S^L, ^« 
UKUSETfiStiRU #ffc#K ?Ufc#L &&r$K 3c£&K KJgSU SnI. 

ft©*intcJ:oTS[«i:feL»s$g«®i:'rsii:*«^SS. 

5 ffi|E#¥ 09-3100216 



8—356416 



j [0 0 14] 

f ttW^f $|iStM^©tMAl BS'J l~l 0 0 Omg, £?£L< 

ttl0~2 0 0mgt'fe5. m*<£>£iftlZj:^TWzWj-?Z><Z> 

[0 0 15] 
[00 16] 

ym. wmx.zfttw&m. m^m. m%m. mmm. slm> M^m. m&mmm 
, mm. %m. mmm. ^mm. nco^m. mm. m&timm wr/vn-Mk 
T)vn-;\,$xm) . m&w. mm®> ^m. mm. £«o , tss&tfs*** 

[0017] 

6 ttitt#¥ 09-3100216 



Iftsf. 8 — 356416 



mmR& Mjiiz&^ti*. mm. MJi&.iz7tfh-z/xmft&zm-tz>*ftm 

[0 0 18] 

0Dy^h-i/xii^'fb-^#i$:^An&^/xi±#^L-r^-5 Affix 

<A:tffiXte&M£/£^£*i£o 
[0019] 

ti-r. *<D^m£&mm&(n&£ i )m%:miRT*%z>-t}K mx.iZ7#h-yxmm 

it^%5<D<gmAtei&& i o ogpig y o. ooigp^Lh. Affii: LXtfmtg, Ttf 
h-^*gf#gf£J3<Z)®;S.tf htf)®*^^* L<&0. 0 0 5-1 0®, 3g 
{C#£L<ta0. 0 1~ lgPT'&£„ 
[0 0 2 0] 

fc&yw^mmite&m i o ou^v o. ooigpj^±, nmtLTtfrntg. y# 

h-i/^SI^ffl(Z)ffiS:0iix hcDB^&ifi: L< &o. oo 5~i ogp, Jg 

7 ffi!£#^0 9 - 3 1 0 0 2 1 6 



8 — 356416 



[0 0 2 1] 
[0 0 2 2] 

[0 0 2 3] 

[0 0 2 4] 
[0 0 2 5] 

Sft&¥-6-3 4 6 6 0#^^|H«©^^tC^oT, Lyophyllum ulmarium M-81 

8 ffiliE#¥ 09-3100216 



8—356416 



71 (FERM BP-14 15) fc^igU U^-^-f^A V ft 7!) A^-|Hfr 

L&V<Dm&&MWWm5 g^2 5 0ml(D7 5 %:r# 7 -;i/7Kf§?£lC^?§ L 

ZIODttfflMfc. n-# U-xAsKl/-*- (3 0TC) T*iSM$£@U 2 0ml© 
7 5%:n# J -;b*»»ctC?f*#UT, L#>Dttffiiiii»£#fc„ 3tf)L#>S» 

*i£3R*IS6HLfcffe, ^WlcMv^fcbftC»ffi«tt«l© l/2ft©.7 5%:r* y 

^ti^ti^)®^© 7 5%x# / - fti^mwmmmmcD^m^hn^. 7 5%x# y - 

;b**g»ref£3BLfc. ^#fms # 1 £9 67^-f ?a#-r mca*i 

, 5 0 0 01©HL- 6 (ATCC CCL-24 

0) &^tf 1 0 ro^MMtf RPMI1640^100/il ^JOA, 5% 

mwtux&tE-f* 3 7°ct?4 8t%mt%mLt~o M8&<w&M*ytmmwmT*mMis 

fcUfc, 5mg/ml©3 - (4, 5-*?^fK 7^-2->f^) -2, 5 
-i/7xr:;bf h7 , /'J'>A7*n5 K (MTT; S/i^VttJg) U 

O a 1 &fln;tT3ElC4 BfrlS|J&*S:«5ttfcSL M$MT*M©£W^Ji 5:1! 
mLfro &t~. 0. 0 4 N HC 1 2 -Zfu ¥ft7ftn-ft 1 0 0 fi 1 
*_T J: <fr< 5 9 Onm&c£tt£MS£MSUT;i4x£»M^£ L£ 

©igfls-e, * nn/fc;bA#w&frv^ 7 5 %x# j -ft7kmWLX*i$te S/'J^7 

: 7K= 6 5:2 5:4 1 ) „ VUU-fcJlJ* : ^ Z J-ft = 6 5:2 5 

h©:7^**/3>S:iRjt3&@U *&J<Z)?£*<Z> 1 / 2 0»<D7 5 %:r # y -;i/7k 

9 mSE#¥0 9 - 3 1 0 0 2 1 6 



8 — 356416 



4S#5lIg3*l£®#£T LC (^Dn*M : *#>>-;i/ : 7K= 6 5:2 5:4 

ttfflfc IT> ^DD*M : ;* # J -;i/= 9 5:5 (3M$ 3 ) £JSV^„ $ftm£ 
|SI«lC«-7^^2/3>S:MTT«6T?Ty"fe>f L, iStt#«ffl3*lfcM#&T L C 
(#nnsfc;W* : J-Jb=9 5 : 5) T*#tffLfc. ^©^Hl, #M£3fC^ 

Ttt, ^"'J AU >«H tcfiJS #y h^#4t5FB^i:> yji*y>f*ag 

[0 0 2 6] 

^i£0!!2 

HJSM 1 3B«© U» £<Z)#iie<fc«»«M& lg&50mlffl75 %X# >> 

U -:n/\*3KU-#- (3 0°C) T?iRI»l&HU 8ml©7 5%!^ 

*mm. 5 0%x UT, L#D»ffiigii»£^£o d*l 
e>©b«)lJaffitRjii»©#3W*^JS:-t*i-?*i, V 5%x*y>-;i/7Mg8U' 5 0% 

7 5%i^;-w«« 5 0%i^;-;i/*iiiiijwi 

Of&#3RLTt»IBIia5E««88«)e>*l, T# h - 2/*S^?Stt#te«;!5*W 7 5%i 

1 0 ffifl#¥ 09-3100216 



4$3j2 8 — 356416 



5RPMI 1 6 4 0^fil!!i:t^«LfeHL-60iaa2. 5X10 5 I/4. 5 
mlJC^iDL, 3 7t, 4 8TOflfe t d^lC^fig^^LT, 
T3K^-^^^^S'ffi$:^•rS3^OTJoTV^ST^^>'V^$/>D^ (1 0 
/tg/ml) 5:^*0 L fee )!£fI»TT% 7# h ifflflS©iR 
^<7)^S:^IS^L> 41WI:*f>Mfc 0 Zft*><Dl%MtfWl&Ztl 
, £0J»©^#fg&e>*\,£fc<Z)£, 7tf? h - i/^m^^.m *J £¥fl$T bfe„ 

[0 0 2 7] 

§£8fe#l3 

LT2 5ml(O®6 0mM HC1, © 1 M ffBfc* ©1% NaHCOj, ® 
1 % N a 2 C0 3 , ©1 % N a 2 COg , ©47 an*;!/ A : J -A/ = 2 
: 1, © 7 5 %x# 7 -Jl/jfctSSU ®0. 1% SDS, X«®0. 0 1% S 
DSfcj&O*., ®> <D, .©> fttf®te6 OtT\ ^4X^1*3 7TCl?3l§ratt 

ffiLfc. fcfc, 4-ft®~©©*»[S:-^»ffiillti:if^. ®£©&Na 2 CO3T' 

> ®£©&hc 1 -e^fnu *ft#*tt*©*a^^#*iLfc«u jkt©»^«: 

4?o£ 0 A. tfclRlC 2 5 m 1 © 7 5%:n# J - JlykmWLZMZ-. 6 0tt'2Hl 
iffib, ai4>±»S:«JET*jtttHLfcft 1 m 1 © 7 5%:n# y 
it5. B. 1 Oml(D±»i:3Oml0i*;-^&ftiTa^U 3£4>±» 
$:^ffiTafi^@L^^0. 4ml©7 5%3i^y-;i/7K^?6tC^i-t-5 0 C. 
±»&8S£ET<6BU 1 m 1 <0 7 5 ; - ^*»*C»*tfi. I^lti 

- h©^i;WC 5/il toJn^TMftLfcffe, 5 0 0 OfiCHL- 6 OMMZ-g 

1 1 09-3100216 



dpf 3£ 8-3 5 6 4 1 6 

til 0 Vo^m^lkm^mR PM 1 1 6 4 Oigifi 1 0 0 fil SrinA, 1 ICIB 

«©MTTfeK:J:»JTsKl--S/^«»?Stt€:?W3tbfe. -£©*£SII, ^ 1 fz^-TM 

«-e*y, mi *<Dmm*T#h-i/xnfttt&zmLT^t-ftmm.<D%immm 

£^-t„ 7 5% oi^y-;i/7K^MT'ttffi-r^B(itC^tt (®A. ) JL&T)VjtjV 
«DA. , ®A. , ®A. ) ©— ^fSffi^-e^nv^Sr^aa-rsiiitcio 

[0 0 2 8] 

mi: 

mi 



-^ttffiJR A. B. C. 



® 


8 


<2 




® 


4 


4 




® 


8 






® 


8 


4 




® 


8 


2 




® 






8 


® 






4 


® 




2 




® 




<2 





[0 0 2 9] 

rU^(DH^^^^V^i/^;i/-A#^<D^^t&*0. 5g(C25ml©7 

1 2 &5E#¥ 09-3100216 



iff 5J2 8 — 356416 



mmh. 1 ml CD 7 5%ai^y-;i/7K^{C^«?bfc^ 7 5%Ol# ^ -;WK?§ 

MT^Lfeo n: 5 o o oiohl-6 oii^tfi o%4^»£ 

ii^tRPM 116 4 Oigifi lOO/il &S«&DU 1 KfH^©MTT& 

=i ;i/ - ^ © #%smwL tc tstt # m e> ti . 

[0 0 3 0] 

(2) £L«bC»ffi4&©T3Kh-$/X3l38?Stt 

4 0 g CDUMI 1 mm® L&> DIC 0 ( 0 %) , 5 0 (2 5%), 100 (50 
%) , 15 0ml (75%) J -)\slL 160, 110, 60, X« 1 

0ml (Di^^iMXX ^ 3fiJ--T? 3 0 fpHifc^ *;^->f XU ^i^Tr 2 B#rai8£ ? L 
3i®fCj:oT#Jtfi?£5:#£o ^<D*&m?££ 7 5 %m# J -JlTkmWLXftW 

0, 2 5, 5 0%X^/-;b*»?Rttai«f©2##r«l?a[fc7 5%3i*y-^/7K* 

irjfBL&££3~5mm^lC^#TLfc : fe;<Z>4 0 g IC 5 0 (2 5%), 100 ( 
5 0 %) , Xit 15 0ml (75%) CDX* y 110, 60, 3Ui 10m 

7 5%x# y -ji^mw.X'^mv. mmm3 nmmcojimxTtf b - y * 

mftm&*Wfeist=.. ^©^, 2 5%x^ ;-;i/iaii©Ii (#M&*0 1 5 

0%&t>*7 5%x* y ->7K*«*tf5ft©2ffif#3R?Rtcr3Kh-2/^»»?Stt^ 
[0 0 3 1 ] 

(3) S/>f ^^T«jffi4iJ©7!Kh-2/xSI«?S14- 1 

rUJ&tf) */ >f 2 ^ £ Kjgftgl bTH&#b fc»5fc 2 K:^"T^#T? 2 B^Sffi L 

f=.o 

[0 0 3 2] 

[*2] 



mSE#¥0 9-3100216 



V 



4$5fl 8 — 356416 





KB) 




#lffl*S("l) 




® 


0. 5 


2 5 


2 0 


6 0 


® 


0. 5 


7 5 


1 0 




® 


0. 5 


5 0 


1 0 






0. 5 


7 5 


2 5 





[0 0 3 3] 

ml lC^^bfe D i ©M£ 7 5 y "7? 

[0 0 3 4] 

(4) 2/>f * 7 Jtfb-S' 2 

. 5g&C2 5ml(Z)7_5%X^y-;i/7K«f?RS:jD^.T3 7 1C T? 2 B#r»ffi b fee 
&'[>±»&«JETifilN8$&ilU 1 m 1 <D 7 5 %x# y JCigJ3¥Ufc&, 

«lSE«©MTTffiT*a!l3£tfcfc3-5, *fflffi«©2|&#*rafcl»«lffl«© 2 0 
[0 0 3 5] 

14 ffit^O 9 - 3 1 0 0 2 1 6 



1 

8—356416 

V [0 0 3 6] 

<5o 



ff}!I#¥ 09-3100216 



8 — 356416 



mm] 



i 



mfE#^ 0 9-31 



$$5$. 8 — 356416 
^ flE tK 

&fcU ^SiJS-Sf 1 00078503 #S± * * 

^SiJS-l- 100087022 # _L HSftx 

l£SJJ#^ 100089428 #S± ^ & 

2. ± ie m fn c m -r s & ii x t* t 

3. ±ie di si c h -t s & mm^m © & $ £ x ©ikt if 

6.±f2ifeggK:g^ < Gftm* 4 1 1 £Xtt£ffi*r£&& 8 1 ^©®3fe<g 

46^11 SRCFMI 2 3otBSi%SX(l%ffl»r3K&ff 10ft»19S 

tf8S2^©tiiBM 

8. #^mi 2 l^l^©S*>JcDm*X(±^cD^T^ 

9. ±sd.W& mt Z ti a6 © A © SfiE 8. fc?fiE 




i 



ajH#¥ 09-3100216 



8 — 356416 



[»B!l#-5] 



591038141 

*§A 
100078503 

f SA 
100087022 

*ffA 
100089428 



mans 



1 



1 



ttt$E#¥ 09-3100216 



8 — 356416 



ffl m a 



I f$S!l## [591038141] 



1. H 1991¥ m 40 



ffifE#¥ 09-3100216 



